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(54) 7U-Jl^h5fcH0lfU5>>IWM: 

(57) mm] 

mm] cRF«sH#i-5t#Jt.e>n5*«, «*tf 
xhjfrhj, wmm. fla^AL, wi, aias 

[ft 5] 



Y 1 ilN3Z.i4C(R 2 ) (5W, R 2 
ffcMUK T*tt«KTA<****4H-) &vj<U Y 2 - 
Y 3 f4N = N, N = C(R 3 ), N(R 4 )-COXi4C(R 5 ) 
= C(R 6 ) (*«f», R 3 , R\ R 5 SVR 6 (4^-Xf4M 
&oT7K*15^Xi4ffi«T/v^/vS£r^-r) £r^-T„ ] 



Y 3 ^— ^X 3 



[it*3S i ] a; 

[flu] 



sxtsyyA-ssr^u r 1 }***^, fiftrM^ 
s, rs/sxfsejfers/s&^u x\ x 2 s.t^x 

^*p;IM?u Y'BNXttCtR 2 ) R 2 
ttzlciR^XttffiiRT^^S^^-t-) Y 2 - 
Y 3 JiN = N, N = C(R 3 h N(R 4 )-COX(iC(R 5 ) 
= C(R 6 ) (5^, R 3 , R\ R 5 &tfR 6 {i[5j-X{iM 

[»H 

[0 0 0 1] 

TA'SW-v-*!, ^-^>yyi, ^yhy|f| 
ft, SAW*, flSiiffi, ftKb££A, HHWfeffffi, jb« 
S, JSvM, IMS, &aW»£*& 

^'Corticotropin Releasing Factor (CRF) /^M-^-L 
[0 0 0 2] 

CRFtt4 1iffl75;l^«5*;V 
^yf*)?) (Science, 213, 1394-1397, 1981; J. Neuro 
sci., 7, 88-100, 1987) , * h U XlClUff ?> 
OtSEftSfflfrSfc LTV^S r fctf^lfcSiVC^a (Ce 
11. Mol. Neurobiol., 14, 579-588, 1994; Endocrino 

1. ,132, 723-728, 1994; Neuroendocrine!. 61, 445-45 

2, 1995) 0 CRFttffiSTIfl-TStt-iJWSS&^L-C 

(in CorticotropinReleasing Factor: Basic and Clin 
ical Studies of aNeuropeptide, pp 29-52, 1990) 0 

Tfif*l&*7 v hRXl^y v Hccrf &KSrt8-5- 

t5t^7yF^g«£t (Pharmacol. Rev., 43, 4 
25-473, 1991; Brain Res. Rev., 15,71-100, 1990) # 

-rftt**,, CRFtiffi^Tgp-TSfr-B'J 

[0 0 0 3] CRF mm** LfcSIli 1991¥ Owens 
RV Nemeroff ©*Sfft (Pharmacol. Rev. , 43, 425-47 
4, 1991) ^*t*bt^rv^5 0 -fft:b*>, ^ 



gffi, T^y^-r ft, ^— ^ry-yyft, ^y^yh 

^H*0§a*f?KCRF:iSH-£LT^<5. 

ftffii±TA,^^, im, iti, fsmm, mm&K. 

fcCRF#||^LT^5£fc##ft3;h/T^S (Brain 
Res. 545, 339-342, 1991; Ann. Neurol. 31, 48-498, 
1992; Dev. Brain Res. 91, 245-251, 1996; Brain Re 
s. 744, 166-170,1997) n t <£ 9 , CRFStftSfil 
Ht^*ufe**(Oji&aRlli: UT^rfflT?*)«. 
[0 0 0 4] 

3e, 'FSSe, TV^y^-?— ft, /-i-dfyyyS, />v 
TA>^A>, IEf«», ffiltiii, JlifM, 

«, ^m, ^mmmmm^}f\ cRF^itv^t 
$ n z&mvmmmx a^mm i^W£ c r f^m* 

[0 0 0 5] 

CRFS*fri-SiV^fPt±^-rTy-/V7 i FytFc 

[0 0 0 6] £tT, *»WSrRW"f 5. 
[0 0 0 7] #»WI4. TfSS: [1] 
[0 0 0 8] 
lit 2 ] 



H9C 



[0 0 0 9] Kf, Arliyi^S, ffi&:7;n:=vt- 

ffi«TA^/vS, 7 5/ lXI4ti7S/S^U X 
\ X 2 SWX 3 i±|^-Xl±M^oT**Jg^ N Ac^y 

A^tf-*, «7M;V7 5/4 fpy^/S, tf-< 
y vVSXii^A-^y /SSr^U Y'ttNXttCfR 2 ) 
R 2 (izK*I^T-Xi4ffi»T/vdr/vSSr^1-) £ 
*U Y 2 -Y 3 i2N = N, N = C(R 3 ), N(R 4 )-CO 
X»C(R 5 ) = C(R 6 ) R 3 , R 4 , R 5 &U?R 6 tt 

i-XBSftot*|gfXttffil7/^/H^*t) 
^r*-To ] TS$ix57 U -;vf b 7 e Fd tl v=yf 

[0 0 10] *3PJ indoor, A r coaifetegti 4 fix 

ftl~5CD77V=Jr/VS, ^Pg»l~5»T/V^drVS, 

7x^1, 3-7/V*P7i^S, 4-7MP7 



-2- 



3-^n^7^^/VS x 4-7'c ; E7i=A'S ) 2-/- 
f/V7x=;H, 3-y fW7:nrwS, 4-y^/v:7 
i=/v*, 2->h^7i-/H, 3-y h^yy^ 

4-^h^7is;VS, 3,4-^7/1^-0 
7^=vH£, 3,5-^7;Vtn7i=;H, 2,4-v 5 
7/^P7i=;H, 3,4-^0071=^1, 3, 
5-^0071=^1, 3-h!(7;^D^f;V7i 

aif-^S, yotVkS, y^o tVH£, y^/u 

mmm i ~ 5 ©r^^s© naxi* 2 fla-ea^^fe 

7;vW5 7S^L, $l;U4y ^7VT ^ yK, v>y 
f;V7 5 7S> ^fWT^yS, yxf/UT?/!, y" 

i/&btm&.&xi-tftt&.mviogim&. 1 ~ 5 ©r^a* 

R 1 

H /--l^x 5 



(1) 



.LffcA 



[0 0 14] ISA : 4-X(±5-ry-/V- 1,2, 
3,6-fh7t Fc^!)v?yif# (1) fc/NO^y 
fb^oitp^ (2) ii&3£©#^TX(i^#£Hk, 

(3) &#5» r^tlSili, 0S£Ktb y=^/UT5 

y, v^-f y y o tvv^^/vr s: y, t° y i?y#©r 5 y 
b y y a, mm* v pa, k y y 

A, Kit*** y ?A, TkHfty h y 7^, **{b7" h 

yyA#©*«±&s, t ni7A^ h^f-^f r, 7-hy 

f;J±aih*y-4 h\ *yyA tert-y'h^f-^ m<D 
T/^y-hM, th5?Ar5K, yf7A^77 



5„ ^T/i'^^^StttKft^Xtt^WaHttwlftsR 

3i^/w^^-3fi, yotW^ifi, jy-faVA^* 
it, y^/w^it, ^y^f/vft*, ^yf/vft 
it, y y-o-^/v^a*ifc$)5 0 

[0 0 11] £fc, *IS?f!t*3(75IS^±rF*$ti5m 
[0 0 12] 

[»W<o3Ufero^«|] * [l] ©fl^titt, KT»XS 

5£<f\ Ar, R 1 , X\ X 2 , X 3 , Y 1 , Y 2 &U«Y 3 ft 
MiSilR)S*-efe 9 . R 7 MR 8 i«-»l«otS 

R 7 OtR 8 OCD^fiBi4*S- 
4{iXi±5fi©^]-^*7:-fo!9, X 4 i±i£»J®^ , 

JSTXiia yjgjgT-^u x 5 {47k»M^-, 

[0 0 13] 
lit 3] 



nt>7; F^AJRT? MB, ^f;wy'*y?^7 

/Pa:— r/W, fh7tFn77y v^^rf-V, 1,2 
y^©;n-7vHB, ^y-tfy, h/V=t 

[0 0 15] 
Ut 4] 
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H Ax* »' 

rz 2 ^J^l** 



VAX, 

[0 0 16] ^-A-tt*|fls ( 5 ) jiJWny^k^-rn 
StPSfr (2) ttV5v?ylfft ( 4 ) ^rlffiL 

[0 0 17] IgB : fr9—Mm^ (5) tt^flfttjfi? 
ttt, ftMt5;tiaot>rhVii* (6) Sr 

*y— /K -fy/Db'/V7/V3-;K xfl/V^Pn- 
09*.fcf b^^, 

&s 0 iettt, Midtt, Aft**!*, mmm(omm 
m, h ]) y;vfammm<D^mmm, «xji P - 

[oois] xuc ■. fr b ymmfc ( 6 ) ry -a- 
mmw (7) t^aw*^^#^ti5Ty-/^s^ 

i^Stt^K^S^£*TT/^-/Wkl^ (8) Sr 
#5 0 rr-C^JSWHtH:, f!lx.«-r^^'7A, y^- 

y-A#»£J|, m%.ttn -■ff/UVft?*, tert-7' 

f^yf7^> 71=;^?^, yfyA-^y/p 

ttiri*, Mx.}Sv^fVt^-7VK 7h7tFP77 
>\ 1, 2-^ h^i/ai^^Oni-x 

/VI, Mx-if^l^, -O-eV, b7K^>\ ^i/U-y 

[0 0 19] IgD : T/V=i-;Vmmft (8) £SH4^ 

£tt&4rFS*E^5£fcfc±oT#3SW{fc£* (3) *■ 



S, MxJfv^fv^-x/K 7F7tKD77y> v> 
^f-V, 1, hdrv-^^y^cD^-^/HM, 

#|x.ifT-fc bv, y "f-zv^/vfr b i/*$<Dtr b vs, 

ttHfro/snyyft^i, WiSp-h/nv^ 
*yi, y^y^*yi, by77^pftit wife* 

( 8 ) <D^mm<D^/u^;u{mmwxnr^Mmm 

ft, Xl*7/v=i-/HBii*fls (8) OTkBtSSr/May^Jg 

7VK 7f7tFn77y > i^-^v, 1,2-vM 

^B^yfC^y >-{ « X. if N, N - v>y ^ 
xJf b y if/V7 5 V, 77p fcVVa^/KT- ? >\ 

f y 4 - v^y ?vvr ? y t° y -yy|©r 5 y*, 
b y 9 a, y -7a, mmm-r b y 
y a, £*ifck*77 y * a, *i£{t^- b y /X*^ 
b y v^<Dmni&m, Mxifft b y ? at 5 k, y ^ 

!>A^y^PtVvT5 Ktfro&JSTS 
#ilx.«y^>'^7V*=/v^P7^ K, P -F/ny7/p 

*s;V7P7y F?C7/V*^7P7^ KS, 
T1r^/V7 py-f K^©#*77/V/K-7^ n K, « 

X.tf»7KS«, *7Kby7/V^nft^«*«777^> 

myOism^^^v, mt^* y /i^f © 

FP77y, v?^-^-y-y, 1, 2-v?^ Y^r'y^^m 



-4- 



0/M3^ry{tft, fiJx.[iN, N-^^f/v*M7 5 K 
7?y, ^y/Bf/nf/vr?^ t°y>>>\ 1, 

8 - i?T if Vf v-^ D [5. 4. 0] - 7 - 9 >"r -fe >f©7 5 

ant*- h y vj*m<vmmm.m, ®mt-r v v ?A7? 
k, yf^A^y/o tvkr 5 K^»^i7 5 mm 

[0 0 2 0] 

7/v^W-7-«, /<-*yy^ll, AyfyhyJHI 

frh. rasas, m&fo.. m&m. 

[0 0 2 1] 



[0 0 2 2] HJIM 1 

6-[4-(4-^no7i=;v)-l, 2, 3, 6 -y- hy 
t KnfU v?y-l — f/H-2-7 ( f-/V-9-(2-7 ( 
f/Vfi--4--fy7ntVV7x=/V)7!) 
6-^db-2-^ fvv- 9 - ( 2 - ^ fvV^- 4 - 
^y7ntW7x=;v)7y ^204mgt4-(4-^ 
nD7i=*)- 1,2,3,6— rh7t Kcfy^yt 
^i£2 1 2mgiiv ; -r y7cf;Hf/V75y4. 2m 

1 zmii. mmmmrimmmnhtz 0 Rmmmzmn 
u h y ^Atr^Lfco ssflgai 

/W=8 : 1-6 : 1) ttfflL, SpH^/WiTS^ 
JtU x 6-[4-(4-^nn7x=;V)-l,2,3,6 
-fh7t Knf!) i»- 1 -4 M - 2 - / y^;^- 9 
- ( 2 - ^ fvW*- 4 y -fu fcVvy i rvv) 7 s y >- 

2 3 5 m g £#fc 0 

[0023] *K&mmtmmz. ^rmcit^m^mm 

[0 0 2 4] 
[*1] 



3fe 1 *' 



4-F-Ph 

3 -F -P h 

4 -C 1 -P h 

3 - C 1 -P h 

2 -Me -P h 
4 -F -P h 

4 - CI -Ph 
P h 

3- F-Ph 

4 - CI -Fh 

3 -F -P h 

4 -C 1 -p h 
3 -F -P h 
4 -C 1 -P h 

3 -F -P h 

4 -C 1 -Ph 
4 -C 1 -Ph 



2 -Me S 
2 -Me S 
2 -Me S 
2 -Me S 
2 -Me S 
2 -Br 
2 -Br 
2 -Br 
2 -Me S 
2 -Me S 
2 -Me S 
2 -Br 
2 -Me S 
2 -Me 
2 -Me S 
2 -Me S 
2 -Me 



4 i -Pi 
4 -Me 
4 -i -P r 

4-i -Pi 



H N N=CH 

H N N=CH 

H N N=CH 

H N N-CH 

H N N=CH 

H N NMe-CO 

H N NMe-CO 

H N N=N 

H N N=N 

H N C Me =C H 

6 -Me N C Me =C H 

H N C Me =C Me 

H N C Me =C Me 

6 -Me CH CH=CH 



CHC1 ■- 
C Ac OEt 
C I P E) 
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«1 ( IKS) 

*1 : (mi fl>e>SKi::o 

*2 : NME ( CDC1 3 ) 
( 2H, m) , 2. 9 8 
m) , 6 . 19-6. 
3 ( 1H, s ) . 



<T) Com. No. =fb-S®## = Rec 



He x =~df •$->-,, I p E = 



P m) ; 1 . 3 0 ( 6H, d , J =6 . 8 Hz ) , 2. 5 6 ( 3H, » ) . 2. 70-2.83 
, sept , J =6. 8 Hz) , 4. 50 -4. 6 8 ( 2 H, m) , 4. 83 -4. 9 8 ( 2 H, 
H, m) , 7 . 20 -7. 4 9 ( 7H, m) , 7. 6 1 ( 1 H, d, J = 2 . 0 Hz ) , 7. 8 



: 4 8 8 ( M +1 ) 



0 ( 7 H, e 



6H, d,J =6. 9 Hz) , 2. 05(3H, s ) , 2 . Si 
3. 70 -2. 85(2 H, m) , 2. 9 9 ( 1 H, sept, 
5 -4 . 2 8(2 H, m> , 6 . 2 4 —6 . 3 4 ( 1 H, m) , 



n/z 



t : NMR ( CD CI.) 6 ( p p m) ; 1. 93(6 H, s), 2. 33(3 H, s) , 2. 47(3 H, s ) , 2. 70-2. 
83(2 H, m) , 3. 87(2H, t,J =S. 6Hz) , 4. 14-4. 24(2H, m) , 6. 1 9-6. 26 ( 1H, 
m) , 6 . 3 5 ( 1 H. s ) , 6 . 6 5 ( 1 H, d, J =3. 7 Hz ). 6. 89(1 H,d, J =3. 7Hz), 6. 96 
( 1H, s) , 6. 97 ( 1H. s) , 7. 25-7. 44(4H, m) . 

Omg£l, 84ml fc»#U MM 

i8.4mi «tl, mux i 3 mmm 

[0 0 2 8] :©Mt6-?nP-2-^f;V-9- 
00mgt^y7'n f/HnfvVT 5 V 5 . 0 m 1 £riiP 

h y $ Mcx&MLtzo imffl&mm 

8:1) |:t»»L, ^f-yicTffiUS* 
ftU 2-7 ( f-^-6-[5-(2-^9 : -^7 3i^P)- 
l,2,3,6-7F7t KofDv'y-l-^/H-g- 
( 2 - ^ f>v=fJc- 4-4 y^n t°/U7n~/v) y>})y2 
4 3 m g Srftfc. 

[0 0 2 9] *^-e-*&t5IH«fc L-CWfc{[2-^»0#3fi 
t ttttf*- ^ 2 KflS L fc 0 
[0 0 3 0] 
[*?3] 



[0 0 2 6] ^|f#^ S " l/! ' 44,(M *' 
2-^f;v-6-[5-(2-^f;>7i-;v) - 1,2, 
3,6-7f7K KBfpi?y- 1 --OV]-9-(2- 
y ^;v^-t-4-4 yyn}i?vy^^)V)-f3 ><D<&$. 

(i) N-t-7'h^>'*/vj}?^/v-3-^yb°^y 

>*yi 7. 50gffl7h7t Kc77>90ml <OM£ 
o-7'nth;Vx>i8.0 3gi-7^->7A2. 
3 5 g7>£>T h7tKP77V90ml ^T'PSiLfc^ 

A^vF^77^ : ^*Vy-mWt^ 

/U=5 : 1) jCTfifKU N-t-7*h^^;l'#-A' 
- 3 - 1 dr->- 3 - ( 2 - y = -/V) y 5? 

^ 9 . 6 8 g £r#fc„ 

[0 0 2 7] (2) N-t-^h^V*/HR-/W-3- 
t Kn^>-3-(2-y^7^=/V)tf-<y v?7 5 9 



2-0 1 4-F-Ph Me 

2 -0 2 2 -Me -P h Me 

2 -0 3 4 -F -P h Me 

2 -0 4 2 -Me -P h Me 

2 -0 5 2 -Me -P h Me 

2 -0 6 2 -Me -P h Me 

2-0 7 2 -Me -P h Me 



2 -Me S 4 -i -P r H 

2 -Me S 4 -i -P r H 

2 -Me S 4 -i -P r H 

2 -Me S 4 -i -P r H 

2 -Me S 4 -i -P r H 

2 -Me S 4 -i -P r H 

2 -Me S 4 -i -P r H 



N N=CH 13 5 

N N =C H 15 0 

N NMe-CO 13 1 

N NMe-CO 163 

N N=N 8 1 

N CMe=CH 119 

N C Me =C Me 13 3 



.0-1 3 5 .5 ( Ac OEt -He x 

.0-13 2.0 ( Ac OEt -He x 
.5-1 6 4 .5 { Ac OEt -He x 
.0- 8 2 .5 { Ac OEt -He x 
.5-1 2 0 .5 ( Ac OEt -He x 
.0-1 3 4 .0 { Ac OEt -He x 



[0031] mmcrrmumr - =nM 

&®tm&b LT77 hmm&wmzm^it. 125 1 m 
mvjfyvt lt 125 i -cRF&m^- a LZ5 immv 

H> KSrfflV^fc|g^-SJS(i> The Journal of Neuroscie 
nee, 7,8 8 (1 9 8 7 ^tfHftSftfc^TcO^fi&T'tT 



h Reyc r y . Sol . =n&&mL He x = ~*f-i/. 

&mftBm&<omm ■■ ? v vmrnm.* 1 o mMM g c 

l 2 Sy2mM EDTA^tf5 0mMM)^tSIf 
WL (pH 7. 0) fit-WXL, 4 8,0 0 0Xgf 

ig'£>#«u its* b y ^mmmmmx 1 *gfe#bfc 0 



tfcM& 1 0 mMM g C 1 2 , 2mM EDTA, 0.1% 

tyi/ti&MT/vf^. >RXf lOOADi'W V/ 
m l =y^5 0 mM F 5 (p 

H7.o) \mm\^ mm&t^tcv 

[0 0 3 2] CRFS:m^^mm:mm& (0.3m 
g^y/^l/ml) , 125 I - CRF (0. 2nM) R 

o. 3%#yifi/y^5yt«Lfc#7X7>f/^ 

- (GF/C) fc^lStjIU #5^7-f^-t0. 
0 1 %T r i tonX-100 Z^&V >MMffiit±m 

[0 0 3 3] 1 mM CRF#£T"C£JS£fTo;fcRt© 



8teJfcfc, 125 ]-CRF©##Sg^tU IMS^j: 
*#JIS^©^£#JIK^fcLfc 0 -g** (0.2 
nM) O i25 I -CRFt»*Sr3E^fc«BRIHSrJilB© 

t 125 i-cRF 5 o %mi-rzwmmomg. 

( I C 50 ) 4r*i6fc 0 

[0 0 3 4] ^CDfef:, IC 5O WS5 0 0 nMKT^ 
■flt-a-mt LTill - 0 1 , 1-02, 1-03, 1 - 
04, 1-06, 1-07, 1-08, 1-11 (K_h 
Sl«P) , 2-01, 2-02, 2-04, 2-05, 
2-0 6 (£Lk3g2tp) fcifasfca. ftSKHfrg- 
tit Ltii2-0 2Sr*lf 5- t^-et, *® I C so jfi 
(42 0.19 nMTfcofco 



(51) Int. CI. 6 

A 6 1 K 31/505 



C 0 7 D 487/04 



mm* 

ABA 
AB E 
ABN 
ABU 
AC J 
ADR 
AED 
1 4 0 
1 4 4 
1 4 6 



A 6 1 K 31/505 



C 0 7 D 487/04 



ABA 
ABE 
ABN 
ABU 
AC J 
ADR 
AED 
1 4 0 
14 4 
1 4 6 



(72) mm &§t 



3Tg24§l-^ TOE® 
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